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^jrthod ofaamffig < tiTHT K8ll fl *° ft ranMiktOmcpraak 
Absuui 

This inveniion retoe ,o «c of ^lmono^ie ^^^^"Le 
cimetidin*, uk^-nolanune and choline to ^^^^SZ^O.^o 
product. The ratio ofomepr^fc B ^ rc »S o^^Tas Pb^ in soft capsule 
5.0 mole for uniform cmuhificanon. The 1* living 

and scaled. Tbi* was then eoat«l on tt* «.rfa<* of capsule wjtft slow ocsoi in* 
piaMteiang agent, diethylphthalatc. 

According to this invention. SOtt capsule is easier to prepare than la«d cpsuk or tablet 
and there Is advantage of obtain stability of the produce 

Figure I : Effect ol pi 1 on the siaWlhy of omepmaw 

2 EnSof glycoyhnooostcerete concentration on the stabjj of crauls.cn 

F*urc4: Eficct of various ptastfcoine agent on the swelling rate in artificial stomocn 

F^re 5: Efleci orvnrlous ptosiicking agc« on the -* ^^ ^^ 

Figure 6: Effect of clnietidinc concenuatbi. on the «abihty of «>n capsule showun, 

iriethyloleate) showing effect of stabilizer on maim tuoe 

p^^fim'nn of Invention 

Tto invention elated to rnamrtactunng of soft capsule omepra»Jc 

acid secrition and protect stomach cells and can be taken by mouth. Oiwpraaol 6 no«*a 
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n^cklvTL ft uWet diapcrsang agent or water soluble polymer fdm fonwng agent. 

coating and one oi morr inen hma co*mg be «J n ^ l"*™^ ^ 
However, in thB method there i9 no foot proof coating and W«w» *™* Q? 
S5c. Also um-c^y alkali agentshave to be ^^^^ ^L 
dJTU*. *dl type amino acid such *^J^^Z££&&mm. 

methods were described Riding use of Jk-b xa protect rt and use of long * 
coating agent so fed it can be absorbed by small intestine. 

Pwpose of this invention relates to long term storage staHfity ^ <^-"£"* 
S^ent and tinte -elay^disso^g t^J^SSS. by 

This invciiliuu rctoic to method of insulating omepnoni irom waitr u 

coatedTS bJdMte ^'J^^^^l^^ by small 
UKthanolamine and choline was used to protect omep*»l WJ» ^^v"* ' 

^rZn, was used as o^^l slater. Ato .Us I^T!™ °< 

with corn oil m the presence of glyceryls stcaraw as a en>sib.f.cr ^ 

J^edihk stabilizer for otncprazol and abo method of prepanng sofl capsule containing 

thifi emulsion. 

Method of preparation: 

First omewazDl is emulsHied with com oil In the presence *Wy?^ M *"™^ 
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Sore detailed will be described b experimental sccUon. 
1) Emulsifying Procedure 

s.rtiLd * emubifying with coo. o.l uW-Lta* «> 

iSSnSTft OMS no erauWon slab* is shown u, F.gu« 1 • 

Table I . WW of r 1"*^^^^^^ co™-"**" 
(composition of emulsion was same as example 5 «** "* " D ™ 

varied) 

. % 60% separated after 40 ht 

-o/ 1 0% separated after 70 hr 
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soft apsufc *e «*<» »/ """»*"'• S^STr STcMS «m added 10 eon. 

om^l » ^ « L «hW and then 

„il «d di«oh«d by tatttaj mo n™* ^tSSSSL*,. Alter 6 or* oioepnwl 

coiU«ntremalned««i»e»«d. Cw^^^^vX^^ 3). Sine there 
^Metbodofpre,.* ^e^eerfpn^ofco^lon.dbro,™,^ 

awfe contained t ^*S^™rf M , jtertcbtr. The swelling no «" 
second sain* conuraicd d«W!^^" „ w ™,„tion rale *» 

.Trite 3 tinnfrnftlan or slow dissolving coating agent. 

Eaise agfea 

PUtfkfce, OfchM^eorpoly«hytene8iycol UW: 20-30 

Ehtylacctate and feopropan*. nuxiure Proper amount 
0:1) 

DibuTylpbtbalatc can be used as high as 25-3S%. 
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Tihk 4. Swelling experin^ni. 

^ cap omwi Zwm Q^mm, ewfzmL 

Q ~ 0 ! 5 

1 3 15 I 7 

4 ,R J 1 
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CAP: CeUulos* acetate phthalaic 
DEP'. U«ethylplttlialatC 
P£0: Polycdiylcoeslywl 8000 
GEI ■ OelaUn 

Swelling retk^Wa-Wo/Ws) X 100 



Wg; swollen wviuht 
Wo: Dry weight 



Low the n»te lower water penetration. 

. r flf olaeticizer nn the swelling m artificial 

The ***** o f «*^"^*^^ fc ^ 

stomach Juke are shown wTnbk 4. The ^ S 5 . , n tnis invention 

omepnaol by ^ S^jTrf *b i—bo ate that 

nvmufcciure and convenient to lake by mouth. 

Fottowings axe description of real examples of this invention. 

Example 1-22 

capsules. 

Table 5. See the original copy 
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Eroubton Stability: 

j- • . ft ,,'7u«icksal40C.lnE>H»«"r ,c - / " 



Table 6. See table in original copy 
Example 23. 



Example 23. 

with water Ht 1:1 n»Uo glF*""* 
P^ion of soft gcbtm ^J^T^X «*u* office added. In 

p^pTd front each oampk by filling 500mg per «P^- 
Examptei*. 

Coating of soft cap.uk with do* ^^^^^s, 10 and 20 M used to coat 
Sample* fam the mmadaaWiie isopropanol « 1:1 i*» 

SEE, delving ^!E^c^^ -/v. For olaSer, DCT 



750mc. 



Experimental example: 

k„ w F^dca 2-5 10 and 20 wee used to Study the acid tolerance and 
Samples from above Examples ". ,ww "' 

process stability 
1. Acid tolerance 

a- a « fcji^vffl- Finished capsules were used to test acid tolerance 
Acid tolerance was studied as fo, ^jr*™~ J" ^ of pureha3 iD8 it purchasing 
by using a Instrument specially made ^J^^J^Sn JXTll o«h« side of 
tomoutside/ilKenaik^ 

membrane «on»eh juice ^^^^Z^T.aU vMm capsule shell) and 
gab*, membrane coa.eri with stow ^^^"the add tolerance. Thb 

'^^^SJ^S^S stirred at SOrpm. 
instrument was Wept at 37C .and Btomacn juice R-causc or difficulty of tating 

^ mZM Ttil^iz^\^0 aole(refcr to figure 6). 
^ of omepraiDl ^<«^ ^ , :2 Stio tor tnorc than o hours. 

Especially more than 96% retention was ootaineu » 
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Table 7. See ta^ In original copy 
result would be similar. 

, ■ • 0 — enjazol has advantages of 
W, invention of slow delving ^^"^ fc H «— i* 
superior stability md easy to roanufacwie and easy to «** 
v«ry important invention. 

Claim 1. 



Claim 2. 



ft pUsticizcr ui 10-35 weight % and solvent. 
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(54) £ohh£ihhi as^^jyiflisi Aiisya 



s aoiise^g &^sjfe ese^g flis&oii sioj/h. geiAnHst^Eiioiaioies &f?s^ ^g^oii aoiiay 

S 15011 CH8101 a!SS»Xllg AI01IEI9. EElOil^SOtej £ l§2| :4l^g-S 0.5S LH 

XI 3.0-221 SUI8S &evA|9|H. £3H£IA|94 ft«H«!S XtlSS) . 8* 9 9V 2|g W ti! Oil 2 . 8I0IH #5,'i!J^21 HP! 

wi g@ a; aii. uoiifeiii^diois ^i4:Xii a! s/ais ui-^sas ui-ssaism ^cmijeicussi sg«j eia^Mi 

g xu £ si b &eoia. s a soil ffjae 5issi swiu 3sas«i2i xflssaao- zj-aej hiss ^ 22^01, 

&ggoi ares xujqifi ^ ^wfe ssoi stu. 



[||rao| *i ] 

.<2oii?s>ssi ssuttfiixiisi Hisgjgj 



XII3£b A!0il£l&!01( H|& 2Oi!°£f0 gejc*°| £jgg b| 213 e>H 01 H , 

XJI4£.-£ ?I£XII m&Q\\ PJSflP-IOU-ISI d|I3IiaiE0ID1, 

Xil5£ir 3f:fcflPI SOIIHe^ ^g^OII Qlxife SgfiS S°] 3£*H0i:D. 

fll6£Jfr AIOIIEJ& *§£Oil 21 & SOIIHeiS ESfi»tfSI bliaeangjw. 20H5£»S2I 9£SS UE1LHW 



fli7£b e»3»xus Maioiiesorejs soiiHaig ess^si e»ag biiuaaHS/d. aoiiHaisai t^eu* s 

UEIIO. j 

»!8£fe2f H!9£fe ft! AI0II3C AIODQ . £ AIOH IOC 5 eiOH©SOJEJ XHBI3 5*8X11 * & 9 XII (Ml trig Retention 

timcsj xtois aisef neisoia. 

[WS2I gAllgl «g<] j • ; 

1 

- «8S fltiSUIS Sjfliaa -*iga*IS 31 3 2 0H«efSg(oni9pra*ola)2J 3^B|«e! &9&&'JSfll2| 

^£011 5}8] 20IC4. £Q« = eiS(5-0J| = A|-2(U4-0il^A|-3.^ Z}*\ 
&> *6!SUI &!X]|3S£ UBLHGi(&A||E( Lanc eO 1982.11. 1223-1224). ?|?l|gf £ g QUI 3 A3 ilSOl! %@ s2}gf LH 

12 aa. Dau. 20112&38 'tjgoiiAH oh^ s&sstoi xoxii»oa sxipi aso. otis set £DUHe»ssi s*a:>i& ph 

5.0011/H ^ SAiy, PMB.OOII/Hfe :i2A|^0iaci. (XI1 1£ * Pilforant. Cedesberg : Scand. J .Gastroenterology 1985. 20(^ 
^108) 113- 120S5) SES. 20IIHe}§E £3114 ^«^}|gOK^01l/d -^SHUf *5!au «9»ai«0|U £3l*ie0|l £JSH © 
3301 4^ aaP. 019 61 S3€ 0l§6f0j fi OH S£rS 01 9IS0IIAI S8HEIXI ±£0i\ £»«£**6J3I 3 

^gxngoi JHsaaa. cH&ei^ ^sigs subs xii9i-4579£0iife &^ei gt@stet8.ift e©» saoiiHeig Eb 
ei&s aerss &&8K£ 2unsas2i sts bis. ffb sxasbis @ =ichs ggAoii) oi 2chs s 

§0||Ai SSHS^U d^SI goHSjlfe 3 XII ¥8 XII SEb 8301g 4*§£J fe'g S^S^S-SAi «»g 3012* §8fl| 

ee» sinie moioiiai PH-sssfBsis a use &s«£ i3Roi«si gggyi unless ni*Ai?j* mm mm 
S3m£ «i ai^Ai^ife sn2 ap. aeiu, ot g/eoo 9Joh/h^ e?sg ^ie^i set&f&s s?^ 

XDXU»330I s?S6fi. fl|&'*|30|| 33fi& »3iei SlSfS^ Q9 ^goHO^elQfe aHO. CH^e.^ g^H^5IS 

ffi(A) XII91-15297SgO||fe S5| ^Si^S X||91-4579SH| r ^^|£| SJgl^ CHai gpiy, e|^E|£i §2] S^l^ OF 

Olkt'S PJSh2 2iQ. 01 S^-£ XRX'isf g§0| =Q8HI S ^ PI 0113^1^ OtfJ?IJIO:D . 3 ^011 0I&S-5 

USP-2540979. ^&I5.H 0E-e~233G218. OE-A,- 1204363. 0E-A.-1617615 » ^fll^5tS9S^H W08i/03436S 

sou otd^ g^gjoi ^ixiiaw asu ch?h s^iei ph^ s?.i ssaizj^ ssnigstoi ^soiiah s^A!3in 

e ^S2| =£Jg §71 a&AIOJI &S6IQ1 ^gAI «6! 21 OHgSIOllAH LH^OI &SI2 §gLUI W^fei^ OHSOIIAH aj^ 6 | 

gsHo^w §r sgxiiflig °iH^ai °ja. 01011 s g^^xisg goiu §21 g^. gag sfBAi^ «> 

2WH£fgg ^81 s^^^igoj, sjgi, ^^axilPJ ^aU-UgJak^EIIOiaiOieg ^6101 S6JAI71 «e>om 

^ XII58H1. 01 M pjg SPje^tfOII ^EISFOI ni^A|f?Jb g,'3f &«»«Q< jeiI2. UOPI *'g??9J ^4 

4>>isoiu a^&ofl ^c-i aiz- soil siaicx srni^ersoi ^ 6K q ^ **o\*m e»ssixiis 01a jiai ^ 

SS AlSe? 25f 9]?J,^ xlSfll^ \2£\ ^U|^ A| CHI El EJ . M El Oil © g 01 PJ §J g&o? qa^&J =05»a 

S&JMfg S0»£Sh3 l'S3<KI CH pi 01 0.5-3.0921 UIS^ SafiiaS OH ?1£2| ^91 SISI XII AI^AI ffiQ S«! W(Mfc» e> 



VMOJIAH £»3fi| ^2)3 l-HOt £-Xliai DIG) e>S«OI ^£9 AKMiaB. !§eiOH&!SOieJ 3£!2£ 

Aidses sohhsiss eB»axiiei ^eiAii^sain^Eiioieiioif sxHsf masses ^4oison ee»A!3ib congas 
**xn2i gsst&ei. eci^Aiisife fioosags as* ami exHoi- 54^21 sou &6iAi?tm. oi?ioii yji 3iz«s i§2i e* 

111^^22 6IS^35& ?J93Wia l\o\& SOIIHeiS a* HI 21 °!3si^gCII 2\6\0\ XilSS-T?. 013 e?3?JS!£ 

• ! i 

exi. sfflinei^g a^axnpj gai/cUfyain^Hioiaioie gxnei ^g^ei S5 4»<oiaoii e^Ai^i^. oijioh 

AIDilEJS. ^ei0il^gOf&! % i&2£ ?2£^ 1S2I SJgjgg 25MIJ. OJ3I01! g>SSI«l£ 

AiOiiEje. Maioii&gOFei ai ggjog jog ?& <y&ja igoj soiiHyg igoii dish o. 5-3.0^3 

song piofot h^siai^i xflsff?. 01 g essyei/fgioii ssjsul oioiAi asgnictw. a; SHI 

1)«B*«|2| I 

«^<OIS«l 515|2S 2je*A|3t £}§Sfl A|«CK 01 C£H ^4»4O|£-0il B8£I01 ^fe 4^011 2J5H 3 

A|32£ 2<^, g5H£ife 2s attlfloH ehSSUIIS A|0ilEI9. OH&gOf^i ^ 1&2S 52S?di d^JS 1 

§2i »«SS ?ft»D. EF-65 fiSB*«|2| e»§aOI| gf?fi? Hl^lfe 2eiAilS2t^«IOfeiiO|£(GMS)S St) 

oHoii Pisioi ee>Ai^ eGf9«-s ! xii5»ia. wai. «e»«!oii dipj £^&xnej gmssi e»S5i cigsi UFit.H2t 
p. 
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40A]^^ 60%^)^ 
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70^1 <V^f 10%^J^ 
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300^1 tt^ 




9% 


300*1 « <>l*i 



I 

#31 R-1C-J1AH 2ife dJPi 2Dil5a§§ S!^A|^ ttH 5fS^ igeiJUiaffiin^EilOiaiO! eo| o : g 5 >c/vy.^ M§ 

SOI ^-^6^D(X(I?E BfSJ 5%0imS MStt I« S^flMJIOIIW giZJgOl LK S^g 81CH !0%OI# 



tLH M\X\°\ ggOl OI^CHWXI a v 2°l ftfJlfil'aS g?l£ A>goHOl OlOUi. °>S2}JUI2| g^Oil ma £011 

Haigej aisb sua few. eigsiaiej ai chi ej 0 . ^eioii§}ioi°j. g&! si nhpo§ 2 oil h g d> imsuis 

Mgstoi -^g^g e.»§2 40- co^lA^ 4^'Z) enii°pjg^ &gjg g&johw. n nine a-2011 ?ixH6faa. 
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1 : 1 
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AlgJSUL 21§21*!l£ AI0IIEIE. ^dl0ll^g0f£l ££^r H&iH SfSfflXIIS A1S& ^g^gOIIAlb 50%0I&3 fig 

t> r ^ ^ejs ^ aasu. etnaxiis twos. Atse* ^§^g 30%g£2j use asss asa. co ai ah . aiobeje!. 
Eaioiiesotai £^ ©sis . eoiiHaig^ ?ssff s^g xiihs xhssjoii &ou-m aioiieje!. ^dioii^gof^ g 

&!i 2>Sa, l HIS A»g§fOI *S£lfe 20IQ. OlOfAi. SCHI°P>e§ SSf^ke XII Oil SiOUH. A|Oj|El£. £ 

eion^^ohe! s@oi eofiHei^ e few 21 £>ggoii o\x\^ stii ttss si ass ^aa. e xi , si:m gAioii 

t S ftlAIOd 221 Oil 5->|olOI ^4»<*^IS0« 2d|All 9 2 ic ^fll Of 31 01 e (QMS) H 31613 31 S» jDWSIOI *nPJ PR A I Oil 

eiss :?ioF3 20H2S1SS, 3ie as d»6i aeie? bs^scj ei^ais ti'scH <y£3i^ sona&i&ggs baisi * ** 

Si5s m. £ SIM amount remained)& 25J AIOIIEI 9 (Cimet idine: ejOl CMT)§ 3|gJ 2i§ e, 1 83%. A|OltEI£«S ~)\ 

ahAI 818 C1I£5S 54%0I24Q. (H|3£ SS) (DBIAI. £ k"3CHI CO B 0I£1& geteUfflXII tt2|A|0|| e> 3 SI MS At AIM El 

s. sejoH&&ot8i. seiss s^s^eh ti^s tg°j siefg© Aisst^ai ^sioi «fct». assi maioikbs 

£5) o, ^goi|(H6S5)S^El 3 Afg§>g 2WIHeig IS Oil CK6H 9» 0.5-3. 0§2] gbllg^ Algfilfc 3^01 HI&SJ& 

s « at a. ! j 

! i • 

bh21 ^ V 0I eiSSlei jBe|«!2| XII S ^3 Oil CD 2.h XOSfil ?I2J gf&|^g »|e|&i QSU^OII SSea. ?] U J^££ m 

e^^^ si^oii ai^ggjg ni-^3Hjf mete! sot ?jsui§ e.i ch oil ^ei ^s&«ai3ioii aie! xibsoi ?j 

CM esf«S!LH2| 2D« = eiS2| £! § ^ M BfSV ^ 2JQ. SSS Ul^g^slAH fll^Ailoj ^'g52i OIJUfEflOIS S&aiOie 
S£fe SIOIE^AI n on £ H^aiOl^e ^^IgOHOll gSHAj^. 019 ^ei&! Qfi£T«0ll fll^- 

£Ch ^l^^t^b ClOllgH&aiOie Cl^gneaiOIMa Afg|> ^ 2iQ(SP| fi3 OjKH A|§£Jfe 3|4tX{|2| 

g^si a* 3 1 ?i5ioi 7ik»ioii hi oh sshi^si ^m^oi ^a^- uiae oh p ^ ^ g xii^sltj, oi^ioii ^s^e 
^ oitiiEiioiM Evsnoie nj-^g sei on^e«eei§e ^^xiis e s^2i doiis£seuoiMis ^i^aii^ e 

21 tp^f xf g«S€.2t2* EI«8H?, 01 g PHI. 2 S^siiUiOII/HSI SSOIg H\&o)2lC\(8tD\ H4 Si). Om ^88^ 

cion^Htreiioi^d Aisa 3^21 §£ionge?^aigg aiss a*? hp euioi y^^oi . ai§ 

£1^: ^f^XilSi S§ OhAilEllOlM St?aiOIS ^5#^0!l D AhSdl^OI yStHCW. AI»EJ^ >I^a<I2I ^ 
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GEL : Uie*© 



SetiKswel I ing ratio) = (Ws - Wc/Ws) * 100 

Ws : §i» 

Wo : 25AI g|» j 

: j 

s^oif c»& ei5?i^oiiAH2j ©soi© sea sms xjuseoii ueimssoi. ^his g^oii cu^ swisei^ 
s^s/g soiisag Sre^g ^§^o» oixifc s&e hiseoii uquiho. e e3»asi.9oi»B « 
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